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Application: ~ ANDA 75072/000 . Priority: Org Code: 600
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Applicant: DURAMED PHARMS Brand Name:
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Dosage Form: EXT (EXTENDED-RELEASE TABLET
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Last Milestone: OC RECOMMENDATION
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ANDA APPROVAL SUMMARY
AADA or ANDA NUMBER: 75-072

DRUG PRODUCT: Verapamil Hydrochloride Extended-release Tablets, 120 mg and
240 mg.

-—

FIRM: Duramed Pharmaceuticals, Inc.
DOSAGE FORM: Extended-release Tablets STRENGTH: 120 mg and 240 mg.

CGMP STATEMENT/EER UPDATE STATUS: The EER is pending as of 4/22/99, per
EES. There is a recommendation to "withhold" approval of the ANDA due to
significant CGMP deficiencies observed during an inspection of Consumer
Product Testing Co. A copy of the compliance report dated 10/20/97, is in
Vol. 2.1 of this ANDA. In the 6/19/98, amendment the applicant acknowledged
that Consumer Product Testing Co. had CGMP deficiencies. Also, that
Consumer Product Testing Co. has responded to the FDA comments and believes
they are in compliance. EegoKS\

™

BIO STUDY: The biostudies for the 120 mg and 240 mg dosage strengths are
Acceptable per M. Makary, Ph.D. review dated 2/12/99, and 2/25/99, of the
1/13/99, amendment.

*~THODS VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):

., since the products are covered by a compendium monograph. The methods
-.e satisfactory-Pending Compendial Laison recommendation for dissclution
testing to the USP.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?:

Container/closure: Yes, described below.

€ .ve P5-22
1 )

S Each

4

LABELING:

FP labels in the 6/19/98, amendment are satisfactory per A. Vezza review
dated 10/1/98. FP insert labeling with recommended revisions was requested
in FAX dated 4/6/99. Review within the Labeling Review Branch of the FP

insert labeling in the 4/12/99, amendment is pending. e AGN
‘2 O
STERILIZATION VALIDATION (IF APPLICABLE): N/A v

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS 0.K.?):

Yes, the ds remains ADEQUATE on 7/17/97, in the context of this ANDA per
is chemist. The 10/22/98, review concludes that the DMF remains
ceptable for NDA 20-943.

Stability Protocol: Satisfactory.
Stability Data: Satisfactory in support of the proposed expiration dating



period of 24 mos. for the following lots:

“~tch # 950301 for -cablets of the 240 mg dosage strength was
wufactured for the first biostudy by the original sponsor, Hallmark
saarmaceuticals, of this ANDA. In 1996, Duramed bought out Hallmark. Since
the product logo was changed, ancther batch of the 240 mg strength was
manufactured with the new logo. This batch of the 240 mg dosage strength
with # 960703S was manufactured with the same process as that for batch #

950301. The theoretical batch size was . .. -ablets for batch # 950301,
and 115,000 tablets for batch # 960703S. Batch # 960701S with a theoretical
batch size of ablets of the 120 mg dosage strength was also
manufactured for bioequivalence purposes. '

For batch # 96070135 of the 120 mg product, the tablets that were
manufactured were filled into bottles of 100's and bottles of 500's.
For batch # 950301 of the 240 mg product, the cablets that were
manufactured were filled into bottles of 100's and bottles of 500's.
The 2 dosage strengths can be manufactured from a common granulation. The
proposed Master batch record for the preparation of . of lubricated
granulation equates to 120 mg tablets and , 240 mg tablets.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE THEY
MANUFACTURED VIA THE SAME PROCESS?):
"e stability batches are the same as the BIO batches.

rROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS

BIO/STABILITY?:
The manufacturing process for the proposed batch size is the same as that
for the executed bi bility batches.
YA (5lg
Chemist: EOBerd C.,Pﬁ.;m’isol'}n DATE : A;ﬁif 2‘5, 1999
6. « - -
3/ -t

Team Leader: Ubrani V. Venkataram, Ph.D. DATE: ‘5/{] 777



APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: = 75-072 Date of Submission: April 12, 1999
Applicant's Name: buramed Pharmaceuticals, Inc.

Established Name: Verapamil Hydrochloride Extended-release
Tablets USP, 120 mg and 240 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and ILabeling? Yes

Container Labels: 100s and 500s (120 mg and 240 mg)
Satisfactory as of June 19, 1998 submission.

Professional Package Insert Labeling:
Satisfactory as of April 12, 1999 submission.

Revisions needed post-approval: None

BASTS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Isoptin® SR Tablets

NDA Number: 19-152

NDA Drug Name: Isoptin® SR (verapamil hydrochloride extended
release) Tablets

NDA Firm: Knoll Pharmaceuticals

Date of Approval of NDA Insert and supplement #: 1/13/98 (5-023)
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: labels on file

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name ;gg;ijua‘IJ.
b 4

Differant name than on ascaptanos to file lattar?




Is this prodnat a USP itam? If so, US? supplemant in which varification was assured.
usy 2%

Is this nama different than that osed in the Orange Book?

If not USP, has the product nams been proposed in the IMF?

Brror Prevention Analysis

Kas the firm proposed a pxoprietary name? If yes, oomplets this subseation.

Po you find the name objectionable? List reasons in FTA, if so. Consider: Misleading?
Sounds or looks like anothar name? UIAN stem present? Prefiz or Buffix present?

Has the nmee besn forwarded to the Labealing and Bomanclature Committes? If a0, what
wers the recommsndaticons? If the name was unacceptable, has the firm beeh notified?

Packaging

Ilmlnmpnﬂhqwmﬂmneu,mbmWh[anMuM? If yes,
desaribe in FTA.

Is this package sise mimmatohed with the recommendsd dosage? If yeos, the Polsom
Prevention Aot may Taquire a CBC.

wmmwﬂhmmuloqwummymf

If IV product packaged in syrings, could there ba adverse patient outooms if given by
direat IV injection?

Confliot betweer tha DOSAGE AMD ADMINTETRATION and DNDICATIONS sections and the
packaging configuration?

nm-wwammumamwmwwmmmw

Ia the color of the container (i.s. the coler of the oap of a mydristio ophthalmic) ox
cap incorzeckt?

Individunl cartons required? Issues for FTR: Ionovater indiwvidually oartoned? Light
sensitive product which might require cartomning? Mast the packagr insert acooupany the
prodoot?

Are there any othar safety concerns?

g

Is the name of the drug uadlear in prim s lacking in prominence? (Eams should ba the
most praminemt information om the lahal, .

fias applicant Failed to clearly differvatiate multiple product strengths?

1s the corporate loge larger than 1/3 contaiser label? (Mo regulation - see ASER
guidalines)

Labaling {continued)

Doss RID make special differentiation for this label? (i.e., Pediatric stoongth vs
Adnlt; Oral Soluticn vs Comosntrate, Warning Statements that might be in red for the
DAY

Is the Manufactured by/Distributor statement incorrec: or falsely incomsisteat between
labals and labeling? Is "Jointly Mamufactured by...", statememt oeeded?

Fallure to dascribe solid oral drsage form identifying markings in ROW SUFFLIED?

Has the firm failed to adequately support compatibility or stability olaims which appear
in the insert labsling? Note: Chemist abould confimm the data has besn adequataly
auppoxted.

Scoring: Desoribe scoring configutation of MDD and applicant twage 1) in the IR

Is the scoring configuratiom different than the XI7?

Has the firm failed to desoribe the sooring in the EOW SUPFLIED sectiom?

Inactive Ingredients: (FrR: List page § in application whare inactives are
listed) .

Doss the product contain aloobol? If so, has the aocuragy of tha statement bean




oonf 1 reed?

Do any of the inastives differ in oonoantration for thias routs of administration? [Some
of the isactives differ froem the NID].

Any adverse affects anticipated from inactives {i.a., bensy)] aloohol in neonates)?

Is thers a discrepancy in inactives betweet DESCRIFIION and the ocmposition statement?

mmm-:mwnu'm“ummt;tm-mnnu, is alaim
aupported?

Failurs to list the ocoloring agants if the ccmposition statemsnt lists e.g., Opacoda ,
opaspray?

Failure to list gelatin, oclozring agents, antimiarobials foxr aapsules in DESCRIPTION?

failure to list dyes in imprinting inka? (Coloring agents s.g.. iron oxides need not ba
1listed)

USP IssUas: (FTR: List USF/MDA/ANDA dispensing/storage recommendations)

Do containar recommendations fail to mest or exosed USP/NDA recommsndationa? If so, are
the recommendations supportad and is the difference acceptable?

Doas USF have labaling reccsmandations? If any, does ANDA meet thew?

Is the product light sensitive? If so, is NDA atul/or ANDA in a light resistant
oohtainex?

Failure of DESCRIFTION to mest USP Desaription and solubility information? If so, USP
information should be used. HNowewer, only insluds solvents sppearing in imnovatos
labeling.

Ricequivalence Issues: (Compars bicequivalemcy valmes: insert to study. List
Csax, Tamx, T 1/2 and date study anoeptable)

Imoztlahliwn!mu!ndd{wtutn—d!uﬂ'uu.—-;M-Mu—t

Nas CLINICAL PRARMACOLOGY been modified? If so, hriefly detail where/why.

Patent/Exclusivity Issues?: FFR: Check the Orange Bock edition or cwmlative
supplesant for verifioation of the latest Patast ox Exalusivity. List expiration date
for all patents, azclusivities, eto. or if none, please stats.

FOR THE RECORD: (portions taken from previous review)

1. Labeling Model: Isoptin’ SR (Knoll Laboratories; revised
9/97 and approved 1/13/98 — NDA 19-152/8-023) .

2. The inactive ingredients are accurately listed in the
DESCRIPTION section [Vol. Bl.2, section VII].

3. Closure:
1008 & 5008 — non CRC ([Vol. Bl1.3 section XIII)

4. The firm’s physical description of the tablets are accurate
as seen in the HOW SUPPLIED section [Vel Bl.3, section XIV].

5. Packaging:
RLD - 100s & unit dose 100s
ANDA - 100s & 500s

6. No patent or exclusivity.



7. - Differences in the ANDA & RLD labeling:
The third paragraph under CLINICAL PHARMACOLOGY
(Pharmacokinetics and Metabolism) is different from the RLD.
See file folder for FTR dated 2/13/92.
In the OVERDOSAGE section the innovator uses the phrase
“calcium solutions”, we have asked generic firms to use
“calecium injection”.

8. Scoring:

RLD - 120 mg/unscored
240 mg/scored

ANDA - 120 mg/unscored
240 mg/scored

[Vol. Bl1.3, section XIV, p 32-0369]
9. Storage:

RID - Store at 59° to 77°F (15° to 25°C) and protect
from light and moisture.

ANDA - Store between 15° and 25°C (59° and 77°F). Protect
from light and moisture.

10. Dispensing
RID - Dispense in tight, light-resistant containers.
ANDA - Dispense in tight, light-resistant containers.

Usp - Preserve in tight, light-resistant containers.

Date of Review: 4-20-99 Date of Submission: 4-12-99

Primary Reviewer: Adolph Vezza Date:

/S/ Y(23 /95

Team Leader{r\ﬁhhar1£;,HODpes"' Date:
fas
' Lg
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REVIEW OF .PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-072 Date of Submission: June 19, 1998

Applicant's Name: Duramed Pharmaceuticals, Inc.

Established Name: Verapamil Hydrochloride Extended-release

Tablaets USP, 120 mg, and 240 mg

Labeling Deficiencies

INSERT
1. DESCRIPTION

Penultimate paragraph - ... in vitro ... (italics)
2. CLINICAL PHARMACOLOGY

Pharmacokinetics and Metabolism - Replace all the text from
“In a random ...” up to and including “... of verapamil
hydrochloride (immediate release).” with the following
paragraph:

In a randomized, single-dose, crossover study using healthy
volunteers, administration of verapamil hydrochloride
extended-release tablets with food produced lower peak
concentrations, delayed time to peak, and lesser total
absorption (AUC) , than when the product was administered to
fasting subjects. Similar results were demonstrated for
plasma norverapamil. Food thus produces decreased
biocavailability (AUC) but a narrower peak-to-trough ratio.
Good correlation of dose and response is not available, but
controlled studies of extended-release verapamil have shown
effectiveness of doses similar to the effective doses of
immediate~release verapamil.

In healthy man, orally ...
HOW SUPPLIED

Relocate the symbol “Rx only” to immediately beneath the
title of the insert.



Please revise your insert labeling, as instructed above, and
submit in final print.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

f\

N |
ALY lﬁi\ tyl/

Jerry Phllllps

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-072 Date of Submission: June 19, 1998

Applicant's Name: Duramed Pharmaceuticals, Inc.

Established Name: Verapamil Hydrochloride Extended-release

Tablets USP, 120 mg, and 240 mg

Labeling Deficiencies

INSERT
1. DESCRIPTION

Penultimate paragraph - ... in vitro ... (italics}
2. CLINICAL PHARMACOLOGY

3.

.Pharmacokinetics and Metabolism - Replace all the text from
“In a random ...” up to and including “... of verapamil
hydrochloride (immediate release}.” with the following
paragraph:

In a randomized, single-dose, crossover study using healthy
volunteers, administration of verapamil hydrochloride
extended-release tablets with food produced lower peak
concentrations, delayed time to peak, and lesser total
absorption (AUC) , than whan the product was administered to
fasting subjects. Similar results were demonstrated for
plasma norverapamil. Food thus produces decreased
bicavailability (AUC) but a narrower peak-to-trough ratio.
Good correlation of dose and response is' not available, but
controlled studies of extended-release verapamil have shown
effectiveness of doses similar to the effective doses of
immediate-release verapamil.

In healthy man, orally ...
HOW SUPPLIED

Relocate the symbol “Rx only” to immediately beneath the
title of the insert.

-



Please revise your insert labeling, as instructed above, and
submit in final print.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained. . :

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



_ APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling?

Container Labels: 100s and 500s 1120 mg and 240 mg)
Satisfactory as of June 19, 1998 submission.

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h}) form: Isoptin® SR Tablets
NDA Number: 19-152

NDA Drug Name: Isoptin® SR (verapamil hydrochloride extended-
release) Tablets

NDA Firm:  Knoll Pharmaceuticals
Date of Approval of NDA Insert and supplement #: 1/13/98 (5-023)
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: labels on file

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Applicant's Established Name Yes | No | N.A.

Different name than on acceptance to file letter? X




Yes

No

N.A.

Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

Error Prevention Analysis

"PROPRIETARY NAME - NONE

PACKAGING -Sex applicant's packaging configuration in FTR

Is thisa neﬁr packaging configuration, never been approved by an ANDA or NDA? Ifyes,
describe in FTR. [For package sizes see FTR.)

Is this package size mismatched with the recommended dosage? If yes, the Poison
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections
and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling?

Is the color of the container (i.¢. the color of the cap of a mydriatic ophthalmic) or cap
incorrect? {

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light
sensitive product which might require cartoning? Must the package insert accompany the
product? [See FTR for storage/dispensing recommendations]

Are there any other safety concerns?

LABELING

Is the name of the drug unclear in print or lacking in prominence? (Name should be the
most prominent information on the label).

Has applicant failed to clearly differentiate muitiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

Error Prevention Analysis:

Does RLD make special differentiation for this label? (i.c., Pediatric strength vs Adult; Oral
Solution vs Concentrate, Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labeis
and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?




Yes

No

N.A.

Has the firm failed to adequately support compatibility or stability claimns which appear m
the insert labeling? Note: Chemist should confirm the data has been adequately supported.

‘Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR
[See FTR]

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration? [Some of the
inactive ingredients differ from the RLD}.

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so,
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP
information should be used. However, only mclude solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable) [pending]

Insert labeling references a food eﬁ'ect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.
See FTR].

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state. [See FTR].




FOR THE RECORD: (portions taken from previous review)

1.

Labeling Model: Isoptin® SR (Knoll Laboratories; revised
Sept. 1997 and approved Jan. 13, 1998 - NDA 19-152/5-023).

The inactive ingredients listed in the DESCRIPTION section
are consistent with the firm’s components and composition
statements. [Vol. Bl.2, section VII]

Closure:

100s & 500s - nonCRC
[Vol. B.1.3 section XIII]

The firm’s physical description/imprints of their tablets in
the HOW SUPPLIED section is NOT consistent with their
Controls/Finished Dosage Form reports.

-The discrepancy is only with the 240 mg tablet. The firm's
product specifications/batch reports indicate that the

240 mg tablet is debossed with “H240". However, the HOW
SUPPLIED section indicates that the 240 mg tablet is
debossed with “dp 482". [Vol. Bl1.3, section XIV]} The
debossing "dp482" will be used for the 240 mg dosage
strength. A batch of product with this debossing has been
manufactured.

Packaging:

RLD - 100s & 100s unit dose
ANDA - 100s & 500s

No patent or exclusivity
Difference in the ANDA & RLD labeling:

- The comment under CLINICAL PHARMACOLOGY
(Pharmacokinetics and Metabolism) contains text that
differs from RLD. See file folder for FTR dated
2/13/92. Since a copy of the latest Isoptin SR insert
labeling went with the previous labeling deficiencies
the firm mistakenly rerevised this section to be like
the innovator - this review directs them to change it
back.

- In the OVERDOSAGE section the innovator uses the phrase
"calcium solutions", we have asked generic firms to use
"calcium injection”.



8. Scoring: .
RLD - 120 mg/unscored

180 mg/scored
240 mg/scored

ANDA - 120 mg/unscored
180 mg/scored (firm has withdrawn this strength)
- 240 mg/scored
[Vol. Bl.3, section XIV, p. 32-0369
9. Storage: .

RLD - Store at 59° to 77°F (15° to 25°C) and protect
from light and moisture.

ANDA - STORAGE: Store between 15° and 25°C (59° and 77°F)
Protect from light and moisture.

10. Dispensing:
RLD - Dispense in tight, light-resistant containers.
ANDA - Dispense in tight, light-resistant containers.

usp - Preserve in tight, light-resistant containers

Date of Review: 10-1-98 Date of Submission® 6-19-98

Primary Reviewer: Adolph Vezza Date:
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Team Leader: r%harlié/ggg;es v v Date:
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hd sl
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REVIEW OF -PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-072 Date of Submission: October 24, 1997

Applicant's Name: Duramed Pharmaceuticals, Inc.

Established Name: Verapamil Hydrochloride Extended-release
' Tablets USP, 120 mg, 180 mg and 240 mg

Labeling Deficiencies:
1. General Comment

Replace the "CAUTION: Federal law..." statement with
the symbol "Rx only" or "R only" on your labels and
labeling. We refer you to the Guidance for Industry,
"Implementation of Section 1ZY, Elimination of Certain
Labeling Requirements...”, at the internet site,
http://www.fda.gov/cder/guidance/index.htm for
guidance.

2. CONTAINER

We acknowledge your comments that the USP ﬁ%ug Release
Test for your 120 mg and 180 mg drug products 1is still
pending. However, we encourage you to add “USP”
following the established name. Informaticon regarding
pending release tests need only to appear in the
DESCRIPTION section of the package insert. Delete the
asterisk on the front panel and the corresponding

statement on the side panel, “The in-vitro USP ...”".
3. INSERT
a. General Comments
i. Due to changes in the approved labeling of

the reference listed drug, Isoptin SR® (Knoll
Pharmaceutical Company; Approved January 13,
19498 and revised September 1997), we ask that
you revise your package insert labeling to be
in accord with the enclosed insert labeling.



ii. A “mocked-up” copy of the most currently
approved insert of the reference listed drug
is included indicating further revisions to
your insert labeling.

bl HOW SUPPLIED

i. The tablet imprint of your 240 mg tablet is
- not consistent with your finished dosage form
information that you have submitted ["H2407
‘versus “dp 482"). Please revise and/or
comment .

ii. 1Indicate whether or not the tablet is scored
for each strength.

Please revise your container labels and insert labeling, as
instructed above, and submit draft package insert labeling
or final print if you prefer.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission and the enclosed patient package insert with
all differences annotated and explained.

‘ /S C“/

N
Y L

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment: Copy of Isoptin SR® insert labeling.



REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number: 75-072 Date of Submission: October 24, 1997

Applicant's Name: Duramed Pharmaceuticals, Inc.

Established Name: Verapamil Hydrochloride Extended-release

Tablets USP,-120 mg, 1B0 mg and 240 mg

Labeling Deficiencies:

1.

General Comment

Replace the "CAUTION: Federal law..." statement with
the symbocl "Rx only”™ or "R only” on your labels and
labeling. We refer you to the Guidance for Industry,
"Implementation of Section 126, Elimination of Certain
Labeling Requirements...”, at the internet site,
http://www.fda.gov/cder/guidance/index.htm for
guidance.

CONTAINER

We acknowledge your comments that the USP‘Drug Release
Test for your 120 mg and 180 mg drug preoducts is still
pending. However, we encourage you to add “USP”
following the established name. Information regarding
pending release tests need only to appear in the
DESCRIPTION section of the package insert. Delete the
asterisk on the front panel and the corresponding

statement on the side panel, “The in-vitro USP ...”.
INSERT
a. General Comments

i. Due to changes in the approved labeling of

the reference listed drug, Isoptin SR® (Knoll
Pharmaceutical Company; Approved January 13,
1998 and revised September 1987), we ask that
you revise your package insert labeling to be
in accord with the enclosed insert labeling.



ii. A “mocked-up” copy of the most currently
approved insert of the reference listed drug
is included indicating further revisions to
your insert labeling.

—

b. HOW SUPPLIED

i. The tablet imprint of your 240 mg tablet is

- not consistent with your finished dosage form
information that you have submitted [”H240"
versus “dp 482"]. Please revise and/or
comment.

ii. Indicate whether or not the tablet is scored

for each strength.

Please revise your container labels and insert labeling, as
instructed above, and submit draft package insert labeling
or final print if you prefer.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission and the enclosed patient package insert with
all differences annctated and explained.

*

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment:: Copy of Isoptin SR® insert labeling.



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Applicant's Established Name

Yes

No

NA.

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured.

[ Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

PROPRIETARY NAME - NONE

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what
were the recommendations? If the name was unacceptable, has the firm been notified?

PACKAGING -See applicent's packaging configuration in FTR

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes,
describe in FTR. [For package sizes see FTR.]

Is this package size mismatched with the recommended dosnge'? If yes, the Poison
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there be adverse patient outcome if glven by direct
IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections
and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert iabeling?

Is the color of the container (i.e. the color of the cap of & mydriatic ophthalmic) or cap
incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light
sensitive product which might require cartoming? Must the package insert accompany the
product? [See FTR for storage/dispensing recommendations]

Are there any other safety concerns?

LABELING

Is the name of the drug unclear in print or lacking in prominence? (Name should be the
most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths?




Is the corporate Jogo larger thar 1/3 container label? (No regulation - see ASHP guidelines) X
Error Prevention Analysis: LABELING (Continued) Yes | No | NA.
'Does RLD make special differentiation for this Iabel? (i.c., Pediatric strength vs Adult; Oral X
Solution vs Concentrate, Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statemnent mcorrect or falsely inconsistent between labels X
“and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear m X
the insert labeling? Note: Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

[See FTR]

Is the scoring configuration different than the RLD? X
Has the firm failed to describe the scoring in the HOW SUPPLIED section? X
Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, hes the accuracy of the statement been confirmed? X
Do any of the inactives differ in concentration for this route of administration? [Some of the | X
inactive ingredients differ from the RLD)]. .

Any adverse effects anticipated from inactives (i.c., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement? X
Has the term "other ingredients™ been used to protect a trade secret? If so, is claim * X
supported?

Failure to list the coloring agents if the composition statement lists €.g., Opacode, Opaspray? X
Failure to List gelatin, colering agents, antimicrobials for capsules in DESCRIPTION? X
Failure to list dyes n imprinting inks? (Coloring agents ¢.g., iron oxides need not be listed) X
USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail 10 meet or exceed USP/NDA recommendations? If so, X
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them? X
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X

[See NOTE TO THE CHEMIST)

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP X

information should be used. However, only include solvents appearing in innovator labeling.

Bicequivalence Issues: (Compare bioequivalency values: insert to study. List

Cmax, Tmax, T 1/2 and date study acceptable)  [pending]




Insert tabeling references a food effect or a no-effect? If so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X
See FTR].

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
"supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state. [See FTR].

NOTE TO THE PROJECT MANAGER

Please ensure that the “mocked-up” insert labeling of the
reference listed drug (ISOPTIN® SR) is faxed along with the
labeling deficiencies.

NOTES TO THE CHEMIST

1. Is the Drug Release test listed in the DESCRIPTION section
accurate? YES

2. The firm’s physical description/imprints of their 240 mg
tablets in the HOW SUPPLIED section ig NOT consistent with
their Controls/Finished Dosage Forum reports. The firm’s
product specifications/batch reports indicate that the 240
mg tablet is debossed with “H240". However, the HOW
SUPPLIED section indicates that the 240 mg tablet is
debossed with “dp 482". Which description is accurate? The
debossing "dpd482" vill be used for the 240 mg dosage
strength. A batch . f product with this debossing has been
manufactured. .

3. The USP recommends storage of this drug product in a tight,
light-resistant container. Are the firm’s containers tight
and light-resistant? YES

FOR THE RECORD: {(portions taken from previous review)

1. Labeling Model: Isoptin® SR (Knoll Laboratories; revised
Sept. 1997 and approved Jan. 13, 1998 - NDA 19-152/8-023).

2. The inactive ingredients listed in the DESCRIPTION section
are consistent with the firm’s components and composition
statements. [Vel. Bl.2, section VII]

3. Closure:



100s & 500s - nonCRC
[Vol. B.1.3 section XIII]

The firm’s physical description/imprints of their tablets in
the HOW SUPPLIED section is NOT consistent with their
Controls/Finished Dosage Form reports.

~The discrepancy is only with the 240 mg tablet. The firm’s
product specifications/batch reports indicate that the

240 mg tablet is debossed with “H240". However, the HOW
SUPPLIED section indicates that the 240 mg tablet is
debossed with “dp 482". [Vol. Bl.3, section XIV] The
debossing "dpd82" will be used for the 240 mg dosage
strength. A batch of product-with this debossing has bean
manufactured.

Packaging:

RLD - 100s & 100s unit dose
ANDA - 100s & 500s

N